The first National Institute for Health and Clinical Excellence guidelines on menopause appropriately highlight how symptoms may impair quality of life and function and persist for many years for some women. 1 The guidelines promote individualised care and emphasise the need for adequate clinical services and further research.
While the NICE guidelines emphasise the clear evidence that menopausal hormone therapy (MHT, often referred to as hormone replacement therapy) provides highly effective relief of symptoms, there is less focus on other useful options. Recent high quality evidence shows that selected antidepressants are equivalent to very low dose oestrogen for vasomotor symptoms and sleep, 2 3 and gabapentin has a similar efficacy. 4 For women who want to self manage, techniques such as yoga and cognitive behavioural therapy may reduce symptoms and also improve quality of life and mood. 5 6 Women should not be "suffering in silence" but should be informed about alternatives to MHT, even if these are not as effective, and the risks and benefits of MHT so that they can make an informed choice.
Importantly, despite the rigorous process of the NICE guideline development, methodological deficiencies undermine its conclusions. Specifically, the guideline lacks appropriate and complete quantitative summary estimates of the risks and benefits from taking MHT. 7 Estimates of relative risk should be calculated from all relevant randomised controlled trials for cardiovascular disease outcomes and from trial and observational data for cancer. These estimates should then be used to calculate absolute risk, including estimates based on the combined current evidence regarding risk according to duration of use. 7 Instead of such summaries, the guidelines are likely to cause confusion by presenting multiple risk estimates from selected studies, often with overlapping confidence intervals or stating that there are "no data available" even where estimates could be calculated. The focus is on non-significant risk estimates in the 50-59 age subgroup, rather than estimating absolute risk from the best available data. Because the relative risks of disease related to MHT do not vary significantly by age (except that breast cancer risk may be greater with use closer to menopause 8 ) they should be quoted for all age groups combined. 7 The lack of a significant increase in risk in an underpowered age subgroup is not robust evidence of safety or of "no effect."
The clinical challenge for MHT is balancing the benefits of symptomatic relief against the risks of disease. The guidelines were largely reassuring about safety and suggest potential benefits for long term health. However, current users are at increased risk of venous thromboembolism, stroke, breast cancer, and potentially ovarian cancer. Risks are greater with combined MHT, rise with duration of use, and fall on cessation. 7 The drop in use of MHT following greater awareness of risk was accompanied by substantial reductions in incidence of breast cancer. 9 10 Women may also want to know that systemic MHT may increase urinary incontinence, 11 gallbladder disease, and dementia. 12 Limited data suggest that oestrogen may confer health benefits in women with early menopause. However, the search for long term overall health benefits of MHT in women at the normal age of menopause has largely been fruitless. International drug regulatory agencies do not support its use for long term health, instead recommending MHT for troublesome menopausal symptoms, for as short a time as possible. 7 13 However, recurrence of symptoms on discontinuation is common.
The NICE guidelines advise women to avoid MHT after breast cancer and, despite alluding to the safety of newer selective oestrogen receptor modulators in this population, no published human data are cited. Women without breast cancer who are at increased genetic risk of breast and ovarian cancer are also advised to avoid MHT. Risk reducing bilateral oophorectomy before menopause is advised for these women and may lead to severe menopausal symptoms. The authors may wish to clarify whether MHT is contraindicated in these women and why.
It was refreshing to see a research agenda for menopause but disappointing that four out of five items focused on MHT. There are cavernous gaps in the science of menopause: What regulates menopause timing? What is the mechanism of vasomotor symptoms? What causes sleep and mood disturbance? The research agenda is optimistic that further studies of new MHT formulations will show they have greater safety. Given the number of large and costly trials already completed, the justification for further studies seems uncertain and a broader research agenda would be welcome.
Society has strong negative perceptions of female ageing. Wider acceptance that menopause is a normal transition rather than an "oestrogen deficiency syndrome" might be more empowering for women. Women and their healthcare providers should have confidence that most will manage their symptoms without pharmacotherapy. The UK Medicines and Healthcare Products Regulatory Agency estimates that five years' use of combined MHT results in an excess of serious, potentially life threatening disease (obtained by adding the estimated number of extra cases of breast cancer, ovarian cancer, stroke, coronary heart disease, and venous thromboembolism likely to be caused by MHT and subtracting the number of fractures and colorectal cancers prevented) in 1.4% of women aged 50-59 and 2.2% of those in their 60s. 7 Whether such risks outweigh the benefits is for women themselves to decide, supported by the highest quality evidence and by their health professionals.
